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Peptide synthesis
This month Combinatorial Chemistry - An Online Journal includes a large number of
papers that describe novel methods for the synthesis of peptides. A thioether-based
cyclic peptide library has been prepared on Rink-derivatised crowns (Roberts et al.,
Tetrahedron Letters, 1998, 39(45), 8357-8360). N-Glycolyl capped peptides have
been purified by the use of a reversible affinity tag attached to a solid support
(Shogren-Knaak and Imperiali, Tetrahedron Letters, 1998, 39(45), 8241-8244).
Alternatively, peptides can be purified by the affinity extraction of an attached
tetrabenzo[a,c,g,l]fluorenyl group by charcoal (Ramage et al., Tetrahedron Letters,
1998, 39(47), 8715-8718). This methodology has been reported by the same group for
the purification of ciprofloxacin made by a combined solution/solid-phase synthetic
route (Hay et al., Tetrahedron Letters, 1998, 39(47), 8721-8724).
C-terminal derivatives of peptides have been prepared in solution through the reaction
of an active ester derivative (Wang et al., Tetrahedron Letters, 1998, 39(47), 8719-
8720). C-terminal peptide thioesters have been prepared directly via an Fmoc-
protecting strategy on solid support (Li et al., Tetrahedron Letters, 1998, 39(47),
8669-8672).
Solid-phase peptide chemistry has been enhanced by the application of a novel
hydroxytriazole derivative (Jiang et al., Tetrahedron, 1998, 54(47), 14233-14254), and
novel amino acids based on tropane have been prepared and have led to the synthesis
of novel peptide-based inhibitors of platelet aggregation (Thompson et al., Bioorg.
Med. Chem. Lett., 1998, 8(19), 2699-2704).
Multicomponent reactions
This chemistry continues to be a preferred method for the rapid synthesis of library
compounds. Ketopiperazine libraries have been prepared using a solution-phase
approach from N-Boc-protected diamines applied to an Ugi reaction (Hulme et al.,
Tetrahedron Letters, 1998, 39(44), 8047-8050). Similarly, the Ugi reaction has been
employed in the one-pot solution-phase production of hydroxamic acid analogues of
marimistat (Patel et al., Tetrahedron Letters, 1998, 39(45), 8333-8336). Finally, in this
section, a paper reports the solid-phase preparation of pyrroles from solid-supported
enaminones and nitroalkenes in a two- or three-component condensation (Trautwein
and Jung, Tetrahedron Letters, 1998, 39(45), 8263-8266).
Solid-phase synthesis
The palladium-catalysed synthesis of indoles attached through a THP solid-phase linker
has been developed and reported (Smith et al., Tetrahedron Letters, 1998, 39(45),
8317-8320). 3,5-Disubstituted hydantoins have been prepared on a solid-phase support
(Nefzi et al., Tetrahedron Letters, 1998, 39(45), 8199-8202), and a new synthesis of
1,5-benzdiazepin-2-ones from a solid-phase bound 4-fluoro-3-nitrobenzoic acid, β-
amino acids and alkyl halides has been reported (Schwarz et al., Tetrahedron Letters,
1998, 39(46), 8397-8400).
Palladium-catalysed cross-coupling reactions have been used for a solid-phase
synthesis of nucleoside hydroxamic acids (Khan and Grinstaff, Tetrahedron Letters,
1998, 39(44), 8031-8034), and a phenol synthesis that involves the simultaneous
cyclisation and cleavage of products has been reported (Katritzky et al., Tetrahedron
Letters, 1998, 39(44), 8051-8054).
Another paper describes how amines can be removed from solution-phase reactions by
the use of solid-supported isotoic acid as an amine scavenger resin (Coppola,
Tetrahedron Letters, 1998, 39(45), 8233-8236). Solid-supported primary amines and
carbamates have been readily prepared by the Curtius rearrangement of carboxylic
acids on solid phase (Richter and Andersen, Tetrahedron Letters, 1998, 39(47), 8747-
8750).
Linker groups
Reductive aminations of ketones attached to the 4-hydroxy-thiophenol linker have
been reported (Breitenbucher and Hui, Tetrahedron Letters, 1998, 39(45), 8207-
8210), and a new Merrifield-based resin linker has been demonstrated to be an
effective support for the synthesis of secondary amines (Brown et al., Tetrahedron
Letters, 1998, 39(46), 8533-8536)
Novel chemistry supports
Solid-phase synthesis has been performed on chloromethyl-derivatised polystyrene-
grafted microtubes (Li et al., Tetrahedron Letters, 1998, 39(47), 8581-8584). A novel,
chemically inert and hydrophilic resin consisting of polystyrene chains linked by
polyethers has been prepared and characterised (Buchardt and Meldal, Tetrahedron
Letters, 1998, 39(47), 8695-8698). 3,5-Pyrazolidinediones have been prepared on
PEG-based soluble polymer supports (Zhao et al., Tetrahedron Letters, 1998, 39(46),
8433-8436). Isopropanol has been found to be a preferred solvent for the precipitation
of these soluble polymers.
